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AMENDMENT A 



In response to the office action dated April 6, 2009, please amend this 
application as follows: 

Amendments to the Claims begin on page 2 of this paper. 
Remarks begin on page 5 of this paper. 
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Amendments to the Claims: 

This listing of claims will replace all prior versions, and listings, of claims 
in the application: 

Listing of Claims: 

1. (currently amended) A method for preparing (S)-(-)-amlodipine 
comprising: , comprises dissolving racemic amlodipine and L-(+)-tartaric acid in an 
organic solvent containing 2-butanone to yield (S)-(-)-amlodipine-L-(+)-tartrate 
precipitate by reaction; separating the precipitate; recrystallizating the precipitate by 
using a lower alcohol solvent to obtain a solid; adding a lower alkyl halide into the 
solid; and n eutralizing with the resulting oolution io neutralized by an aqueous alkali 
to give (S)-(-)-amlodipine. 

2. (Original) The method for preparing (S)-(-)-amlodipine according to 
claim 1, wherein said organic solvent is 2-butanone or mixture of 2-butanone with a 
cosolvent. 

3. (Original) The method for preparing (S)-(-)-amlodipine according to 
claim 2, wherein said cosolvent is selected from the group consisting of methanol, 
ethanol, n-butanol, acetone, 2-pentanone, ethyl ether, methyl ethyl ether, ethyl acetate, 
ethyl formate, dichloromethane and chloroform. 

4. (Original) The method for preparing (S)-(-)-amlodipine according to 
claim 1, wherein the molar ratio of racemic amlodipine to L-(+)-tartaric acid is 
1:0.25-0.8. 
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5. (Original) The method for preparing (S)-(-)-amlodipine according to 
claim 4, wherein the molar ratio of racemic amlodipine to L-(+)-tartaric acid is 1:0.5. 

6. (Original) The method for preparing (S)-(-)-amlodipine according to 
claim 1, wherein said lower alcohol solvent is selected from the group consisting of 
ethanol, methanol and isopropanol. 

7. (currently amended) A method for preparing (R)-(+)-amlodipine 
comprising: , comprises dissolving racemic amlodipine and D-(-)-tartaric acid in an 
organic solvent containing 2-butanone to yield (R)-(+)-amlodipine-D-(-)-tartrate 
precipitate by reaction; separating the precipitate; recrystallizating the precipitate by 
using a lower alcohol solvent to obtain a solid; adding a lower alkyl halide into the 
solids and neutralizing with the resulting solution is neutralized by an aqueous alkali 
to give (R)-(+)-amlodipine. 

8. (Original) The method for preparing (R)-(+)-amlodipine according to 
claim 7, wherein said organic solvent is 2-butanone or mixture of 2-butanone with a 
cosolvent. 

9. (Original) The method for preparing (R)-(+)-amlodipine according to 
claim 8, wherein said cosolvent is selected from the group consisting of methanol, 
ethanol, n-butanol, acetone, 2-pentanone, ethyl ether, methyl ethyl ether, ethyl acetate, 
ethyl formate, dichloromethane and chloroform. 
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10. (Original) The method for preparing (R)-(+)-amlodipine according to 
claim 7, wherein the molar ratio of racemic amlodipine to D-(-)-tartaric acid is 
1:0.25-0.8. 

11. (Original) The method for preparing (R)-(+)-amlodipine according to 
claim 10, wherein the molar ratio of racemic amlodipine to D-(-)-tartaric acid is 1:0.5. 

12. (Original) The method for preparing (R)-(+)-amlodipine according to 
claim 7, wherein said lower alcohol solvent is selected from the group consisting of 
ethanol, methanol and isopropanol. 
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REMARKS 

Claims 1-12 remain in this application. 

Rejections under 35 USC 103 

The presently claimed process actually is substantively different from the 
process of Dl at least in the following aspects. 

1) D- or L-tartaric acid, (R / S)-amlodipine and DMSO form a DMSO- 
solvate precipitate in Dl, i.e., DMSO is a part of the solvate precipitate (see Dl, 
especially the Examples), while D- or L-tartaric acid and (R,S)-amlodipine form a 
tartrate salt precipitate (not a solvate) in 2-butanone in the present invention, i.e.,2- 
butanone is not a part of the salt precipitate. Thus, DMSO is not only a solvent but also 
a reagent in Dl, while 2-butanone is only a solvent in the present invention. Therefore, 
DMSO in the solvate precipitate may have to be removed by using other solvent, such 
as refluxing methanol in Dl, while a solvent-free tartrate salt precipitate could be 
directly obtained by filtration in the present invention. 

2) In addition, D-tartaric acid is used to obtain (S)-(-)-amlodipine (see Dl, 
Examples 1-4) and L-tartaric acid is used obtain (R)-(+)-amlodipine (see Dl, Examples 
5-8) in Dl. On the contrary, L-tartaric is used to obtain (S)-(-)-amlodipine and D- 
tartaric is used to obtain (R)-(+)-amlodipine in the present invention. Thus, the 
reaction employed in Dl is different from the reaction of the present invention. 

3) Dl discloses that the e.e. values of the obtained (S)-(-)-amlodipine and 
(R)-(+)-amlodipine are 98.4% and 98.5%, respectively (see Examples 3 and 8). In the 
present invention, the e.e. values of the obtained (S)-(-)-amlodipine and (R)-(+)- 
amlodipine are 99.0% and 98.8%, respectively (see Examples 1 and 2). Hence, the 
presently claimed process could reach higher e.e. value in comparison with Dl. 
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4) According to the material safety data sheets of DMSO and 2-butanone (see the 
attached documents), DMSO has a boiling point of 189°C and an explosion limits of 
3.5-42% and 2-butanone has a boiling point of 79-80°C and an explosion limits of 1.8- 
10%, which means higher cost is needed to use and recover DMSO in view of safety 
and energy consumption in comparison with 2-butanone. 

In view of the above discussion, Dl does not provide any teaching, 
suggestion or motivation to adopt the presently claimed process for producing 
enantiomers of amlodipine in industrial scale. D2 merely indicates that DMSO and 2- 
butanone are Class 3 solvents in view of their toxicity, but does not provide any 
information about using them in the separation of enantiomers of amlodipine. Hence, 
those skilled in the art would not obviously obtain the presently claimed process 
based on Dl and D2. Therefore, the pending claims 1-12 are non-obvious over Dl in 
view of D2 and Applicant respectfully requests allowance of those claims. 

The Commissioner is hereby authorized to charge any additional fees which 
may be required with respect to this communication, or credit any overpayment, to 
Deposit Account No. 06-1135. 

Respectfully submitted, 
Fitch, Even, Tabin & Flannery 

„ J JUL 0 6 2009 

Dated: 



120 South LaSalle Street, Suite 1600 
Chicago, Illinois 60603-3406 
Telephone (312) 577-7000 
Facsimile (312) 577-7007 



James P. Krueger 
Registration No. 35,234 
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